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Now, That’s 
Depressing
Psoriasis has a major negative 
impact on quality of life, and 
such impairment may lead to 
depression, anxiety, stress-
related disorders, and even 
suicidal ideation. In a study to 
systematically summarize the 
available data on depression 
in psoriasis patients, 
Dowlatshahi and colleagues 
found that psoriasis patients 
are at least 1.5 times more 
likely to experience signs 
of clinical depression than 
healthy individuals, as 
assessed by antidepressant 
use. Importantly, more than 
25% of the 650,000 psoriasis 
patients exhibited signs of 
depression, as evaluated 
by various questionnaires, 
heralding the clinical 
relevance of these findings. 
See page 1542 
On the Move
Although the skin is a 
common target organ in 
graft-versus-host disease, 
the mechanisms involving 
skin selectivity are not well 
characterized. Villarroel and 
colleagues demonstrated that 
the C–X–C motif chemokine 
receptor 3 (CXCR3) functions 
in skin-selective migration of 
autoreactive OT-1 T cells in 
cutaneous graft-versus-host 
disease in mice. Interestingly, 
CXCR3 deficiency alters only 
trafficking of T cells, not their 
activation or effector function. 
These findings pave the way 
for the eventual development 
of therapies that selectively 
target CXCR3 to treat graft-
versus-host disease as well as 
other CD8+ T-cell-mediated 
skin diseases. See page 1552 
Strength in Calcium
Skin fragility is characterized by dermoepidermal 
atrophy involving impaired proliferation yet normal 
differentiation. Ca2+ signals function in keratinocyte 
differentiation, and Ca2+ release may be involved 
in proliferation as well. Darbellay and colleagues 
demonstrated that in patients with skin fragility, 
epidermal expression of Orai1—the membrane 
channel involved in the store-operated calcium 
entry (SOCE) influx that refills Ca2+ stores—
and the amplitude of SOCE were decreased. 
Moreover, chemical and genetic inhibition of 
Orai1 specifically decreased epidermal proliferation, implicating impaired SOCE 
function in epidermal atrophy. This study underscores the thera peutic potential for 
modulation of cytosolic Ca2+ signaling via topical agents, perhaps for the reversal 
of corticosteroid-induced epidermal atrophy. See page 1599 
Tick Tock
Epidermal physiological function and the 
circadian clock system are interrelated; 
however, the molecular mechanisms of 
skin hydration rhythms remain unknown. 
Matsunaga and colleagues found that 
mice with a mutated core clock compo-
nent (CLOCK) exhibited decreased stra-
tum corneum hydration. Interestingly, 
aquaporin 3—which is expressed in the 
epidermis and suprabasal layers of the 
skin and functions in the transport of 
water and solutes, including glycerin—exhibited circadian rhythms in both mice 
and humans, and these patterns were decreased in CLOCK-deficient mice. Despite 
differences in gene control in mice and humans, these data indicate that clock 
genes are important in time-dependent skin hydration. See page 1636 
The Stress of Skin Disease
Despite advances in our understanding of the 
molecular pathogenesis of atopic dermatitis and 
allergic contact dermatitis (ACD) over the past few 
years, no suitable animal model that reflects the 
complex psychoneuroendocrine immuno logical 
factors that are at play is available. Kitagaki and 
colleagues describe a chronic hapten-induced 
ACD model in which idiopathic dermatitis occurs 
at unchallenged skin sites upon social isolation 
of the mice even in the absence of continued 
hapten exposure. These mice exhibited self-
scratching behavior, fear/anxiety, and elevated 
serum IgE levels. Disease was reversible following 
resocialization. This model will be very useful for investigating the psychoderma-
tological aspects of allergic skin disease. See page 1561 
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